بررسی ارتباط بین پلی مورفیسم های ژنهای گلوتاتیون S - ترانسفر از GST-M۱ & T۱ deletion & P۱ I۱e۱۰۵Va۱ با میزان لیپید پراکسیداسیون ، قدرت آنتی اکسیدانتی پلاسمای افراد سیگاری مبتلا به بیماری انسدادی مزمن ریه COPD شدت و تعداد حملات تشدید بیماری در آنها by Allahverdi, Tahereh
otllu i,-,*t;, /; ; /,,t,,
v
4ub1P t6)t t,tso.Pts
.*l'.,1. f 4:-1iJ -ttl ,r-.1'.,l.rlS e[d_" *U ;!!
:"r1"1..
,lri-.;l; -S ;J$EJK cEt+j 616-1,+_r,r. ,rl* .r* t$rl .*r_X
**l ;l;r. ti (GST-MI and Tl deletions and, pl Ilel05Val)
cs-rL-*, q )hr. csrl(J,...rlril ot .,..\,r:il,,,..<l ,;uT cr:.$.qrJH.-,l.ri..Kt,
k T 





:orrl 'l' o 1.
,J^.ita 6.14-o ri,'J jsl
VVo: +.U ;t*! o3l-,; 1t-lk
Kerman University of Medical Sciences
Physiology Research Center
School of Pharmacy
Asso ciation of polymornoo 
-;;tir"r",oione-s trans ferase genes
(GSTTI deletion and GSTM1 deletion and Pl Ilel05Val ) with
lipid-peroxidation and antioxidant capacity of blood and the
stages of disease and exacerbations in the cigarette smoking
patients with chronic obstructive pulmonary disease (COPD)







Dr. Sayyed Mehdi Hashemi
Spring2015
:i.>
af c,-l alr^ .sL oll rl.r*;l 0J,,9F.u",;;1tq1 COPD(Chronic obstructive pulmona$ disea-'= ;-' i-
$y\ f sr{d e,ji-oj, 9.,h-Jl ,ypl, &,1+..J1 ;i/c;lrJlJ:U; p.rc.$!,,+, iL # - -.! f *
al -u,.o S.Jty,rl, .jt" ,c:;i :l o:19;1.i .i l,u ;lr;;1;-S .;xpb' 915.:rl:(COPD).59,- ) f ,u ) 
- 
J ':
,15.- .>9.: t) )r?r. el) oVy 
"*,,1 
su,p 
.,;.bi r"- 9 r;lJ,.Jl g, ;J,-16,,: J/- ;ts'nt,'; --=-1 --
n,-ii ct)ti ;,1$o,>sy- a1 al r::,o Jity A orr { OL;I 2: GSTorl;l-' ;lPi9T1 '\1i-'-. - *
.-r,Sr l\* )?"j GSTPI).:Ilei05Val 64#y.*p*.#.rf .,J* .(- t-: (T1 I M1.5[c; .i; i -:- -
.c*,lo-rj 
,,a;,,;;" t^.r,,1*.1 )1 etv. t GSTPITGSTTI,GSTMI .sb r"-+;:. €- -= --
(GST-MI and T1 deletions , )\u.J,li -S Orb'f csQj pr+,,r",-J,, d..' tl-1l ;=-: :aJ''la'' -:r
.5:l.r*il cs,,l^* q )t; .51lKy rlril .gt*,{ ,rrl+Jl ;1 arr! 9 o,r-l+Jl), +J ;1r*' ' P1 i'. - : i"
.rt^flr! ! l" n.+,,f ,J +-l tl;rl ..1^;1r.ly lapi,rr g,rl^* "l-S o)'1-.':1U'9 or; L (COP) i- -- -
.rf )f ds.t );f 
=: _-
,"r*ll oiiL !),"JL. rrs\"9(COPD) q y:-)L..lY\f :l-r;',f: ":u,-i ,r,o9f pa d 4Jt" --- ;: i)5 i:"
(FEVI<50, Art*l.rl"rl)!.;l ort'oil liCOPD.5lt^."r o'u.s"rj -'lx;jl JF 's.S --' :
,J ;;+an J'lt;; Jd.-'Multiplex-PCR.ry, t GSTT1,GSTMI csla p-':P,,r J 'r-i -:iF: . :
g,rt^* o.r,; 9{ri' o)4*:h- U b rtqP,rf A ,.x tU)l.$ ;*;PCR-MLP ct, "CS- ' 4
JF ,gf r .-.,1,,1*r e\a osf r) cr,rL:: + )'til rl:*il t GST glo n'*+y .5Jr, .x g;'r) .-' 
-
c;l.r :99 COPD cs.,L* c,s , GSTM1 p**ff J .ro .5,1: ** 
-
,1.,1*r Lrs .r) GSTMl-null4$ ;Uf d,.p"n.a (OR:2.59; 95o/o CI:1'49-l'5-'
):+l 
.s,,1-* o.u gGSTMi/Tl*null csla p*f,rr A I ; i* cs,rll .r;* aLlr':,' ,-: = - '
^\lt e $*o.r-;9GSTM1/T1 .51o -3;.yi *;ri.Taa. (OR:4.4; 95%Cl: t'6-12'Lt' ;:
(.3
-,i:-JeI




1;.51t{- r12.il,,;.5;lort ou;u/l f 
€A4 o"r5;r*,';,J"tt.5'- GSTM1 nu11q.*;;:3 : d-
.u* 




Chronic obstructive pulmonary disease (COPD) is a progressive disease of airflow obstructr::
which is not fully reversible. The role of oxidant/antioxidant imbalance and oxidative stress h".
been proven in the pathophysiology of COPD. Glutathione-S transferases (GST) are a famr.
of highlypolymorphic enzymes involved in the redox status of the cells and detoxificatior: :
various potential carcinogens present in the cigarette smoke. GSTT1-null, GSTMl-n.*
(associated with lack of genes) and the Ilel05Val polymorphism in GSTPI are &ffiongSt r-:
most studied polymorphisms of GST. The role of GSTT1, GSTMI and GSTPl polymorphisr.
in many diseases has been elucidated.
OBJECTIVE:
The aim of this study was to evaluate the association of poiymorphisms of GSTs (GSTT 1 a: 
-
GSTM1 deletion and P1 Ile105Val) with the disease susceptibility, stages of disease a: 
-
exacerbations in the cigareffe smoking patients. Meanwhile, the relation of th.,.
polymorphisms with oxidative stress parameters was analSzed.
Method:
ln this retrospective cohort study COPD severity was determined using spirometric parame::-,
(FEV1<50 and FEVI>5O). GSTM1 and GSTT1 polyrnorphisms were determined c.. i
multiplex-polymerase chain reaction (PCR) procedure, whereas GSTPl polymorphism .,.::
determined by PCR-restriction The study subjects were 213 COPD patients and 100 hea:
controls with history of cigarette smoking.fragment length polymorphism (RFLP) method. , -.
association between the polymorphisms and the exacerbations and stage was anal1'zec :
univariate and multivariate logistic regression.
Result:
There was no significant association between the GST polymorphisms in the COPD :- 
-
controls. There was a significant association between GSTM1 polymorphism and sta:-
disease (OR:2.59; 95oh CI=l.49-4.53. p:0.01) as GSTMl-null was more frequent a:..--
patients with FEV1<50. There were a significant association between combinarir--,,.
GSTM1/T1*null polymorphisms and stage of disease (OR= 4.4;95%CI:1.6-12.0. p=1: -
There was also atrend between GSTM1/Tl and stage of disease (OR:2.2; 0.9-4.9. p--





GSTM1 null genotype is a genetic determinant of worse stage of disease in smoker COPD
patients. GSTM1 alone and in combianation with GST Tl polyrnorphisms could be a
predisposing factor to worse COPD.
